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Inoperable means to some team who are doing research as 'unresectable' peritoneal involvement (involvement of hepatic pedicle and/or mesentery and/or para-aortic involvement above the level of the left renal vessels and/or involvement of the diaphragmatic muscle or in the case of patients for whom surgical resection is feasible but with multiple bowel resection or extensive surgery (involvement of at least two segments of the digestive tract, and/or involvement of the splenic hilus and pancreas) and therefore with a high risk of postoperative morbidity. While to some teams, the
Introduction
Primary ovarian cancer surgery is performed to achieve optimal cytoreduction as the amount of residual tumour is one of the most important prognostic factors for survival of women with epithelial ovarian cancer [1] [2] [3] .The currently accepted management of treatment of advanced stage ovarian cancer is a primary debulking surgery (PDS) in order to achieve an optimal cytoreduction (de¿ ned as residual tumour <2 cm) followed by curative therapy [1] [2] [3] [4] [5] [6] . However, cytoreductive surgery is associated with high mortality and morbidity rates, and with misleading results on survival 4, [7] [8] [9] [10] [11] . Such results suggest that this surgical strategy should be reconsidered; particularly in patients with massive intra-abdominal spread several non-randomized studies have discussed the bene¿ t of induction chemotherapy in such patients [11] [12] [13] [14] [15] [16] [17] [18] [19] . As PDS is associated with high mortality and morbidity rates, over the past few years interval debulking surgery (IDS) selection of 'unresectable' tumours is performed using preoperative abdomino pelvic computed tomography (CT), 15, 16 While Sangili et al did a study to investigate the predictive value of serum CA-125 levels to ability of PDS in patients with advanced epithelial ovarian carcinoma 20 .
The value of cytoreductive surgery in the management of ovarian cancer has been debated for years. The reasons for cytoreductive surgery are manifold. Large tumors with relatively poor central blood supplies and the areas with the lowest growth rates are both rather insensitive to cytotoxic drugs 21 . In better-perfused small, residual tumors, the growth rate and the diffusion of chemotherapeutic agents are higher, factors that are apt to increase the ef¿ cacy of chemotherapy. The removal of large tumors also reduces the likelihood that drug-resistant clones will appear as a result of spontaneous mutations 22 . Moreover, small tumors require fewer cycles of chemotherapy, thus decreasing the probability of drug-induced resistance. Some studies reported signi¿ cantly longer media survival of patients who had IDS after chemotherapy than of those who had conventional treatment of primary surgery and adjuvant chemotherapy 10, 18 .While several studies have discussed the bene¿ t of IDS in inoperable cases, particularly in patients with massive intra-abdominal spread. Several studies of 23-25 showed improved survival of patients with residual tumors less than 1 cm in diameter after primary surgery, as compared with patients with larger lesions 4, 6 . Various studies have discussed the bene¿ t of induction chemotherapy in such patients [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] . In a case-control study of patients with minimal residual disease, Eisenkop et al. reported that patients whose small lesions were all resected survived signi¿ cantly longer than patients in whom such lesions were not resected.(6) An exposed-non-exposed study including a group of 34 patients who underwent an IDS and were matched to control group of 34 patients treated with PDS in a study of P Morace et al (26) found that IDS in patients with 'unresectable' advanced stage ovarian cancer seems to offer the same chance of survival as PDS, but with a reduction of morbidity and hospital stay, and improvement in the quality of life of patients.
The study demonstrate that survival of patients treated for advanced stage 'unresectable' ovarian cancer with IDS is similar to patients treated with PDS, but with a reduced morbidity and a better quality of life (reduction of enterostomy rates). While Vergote and Kuhn (10, 18) , reported signi¿ cantly longer median survival of patients who had IDS after chemotherapy than of those who had conventional treatment of primary surgery and adjuvant chemotherapy Similarly van der Burg (27) showed signi¿ cantly longer survival in the IDS group which was still present after a 10-year follow- (4) reported that despite optimal cytoreduction, the survival of patients with large intra abdominal metastases before resection was signi¿ cantly worse than that of patients with small initial intra abdominal lesions. These studies suggest that in addition to residual disease after cytoreduction, intrinsic tumor factors are of prognostic importance. They also raise the question of whether cytoreduction has a signi¿ cant effect on survival among patients with the same size tumors and the same intrinsic prognostic factors. Netjer et al however, reported just the opposite, 23 Patients with optimal cytoreduction at intervention surgery had poorer rates of survival than patients with optimal cytoreduction at primary surgery 30 . Moreover, the survival of patients with optimal cytoreduction at intervention surgery was the same as that of patients with suboptimal cytoreduction. All these studies, in favor or not in favor of IDS are mainly non randomized studies and include only a small no of cases.
However the randomized study done by Maria et al for the Gynecological Cancer Cooperative Group of the European Organization for Research and Treatment of Cancer (EORTC) From March 1987 to
May 1993, 425 patients were enrolled in the study 31 . Eligible patients had to have biopsy-proved epithelial ovarian carcinoma with an International Federation of Gynecology and Obstetrics stage of IIb to IV, (32 new) they had to have undergone primary surgery no more than six weeks before treatment began. Clinical response was assessed according to the standard WHO response criteria 33 . A complete response was de¿ ned pathologically as the absence of macroscopic and microscopic tumor at surgery. Optimal cytoreduction was de¿ ned as the reduction of all tumor lesions to less than 1 cm in diameter.
All randomized patients with some follow-up information were included in the analyses of survival and progression-free survival, which were performed strictly according to the intention-to-treat principle. Survival and progression-free survival curves were calculated for each treatment group with Kaplan-Meier estimates and compared with the log-rank test 34, 35 . The median progression-free survival was 18 months for the patients who had debulking surgery and 13 months for the patients who did not have debulking surgery. The percentage of patients alive and free of progressive disease at two years was 38 percent in the former group and 26 percent in the latter. The disease progressed in 8 percent of the patients who underwent debulking surgery and 12 percent of those who did not.
Both overall survival and progression-free survival were signi¿ cantly longer (P = 0.01) for the patients who underwent debulking surgery. The difference in survival was more substantial when patients with stage IV disease were excluded (P = 0.003 for overall survival and P = 0.002 for progression-free survival). The median survival was 26 months for the patients who underwent debulking surgery and 20 months for those who did not. The proportion of patients alive at two years was 56 percent in the former group and 46 percent in the latter group. Overall, surgery reduced the unadjusted risk of death by 31 percent (the hazard rate, or the risk of death at any given moment). Patients whose lesions measured less than 1 cm before cytoreduction survived signi¿ cantly longer (median, 41.6 months; P<0.001) than patients whose lesions measured more than 1 cm after debulking surgery (median survival, 19.4 months); survival in the latter group was similar to overall survival in the group that did not undergo debulking surgery (median survival, 20.0 months). Patients with optimal cytoreduction (whose remaining lesions measured less than 1 cm) also survived signi¿ cantly longer (median survival, 26.6 months; P = 0.04) than patients with suboptimal cytoreduction. Likewise, the progression-free survival of patients with optimal cytoreduction was signi¿ cantly longer (median survival, 23.3 months; P = 0.003) than the progression-free survival of patients with suboptimal cytoreduction.
Conclusion
PDS's role in ovarian cancer there is no dispute but IDS is still not well de¿ ned, at present where PDS is feasible and permits a minimal residual tumour with an acceptable morbidity to be obtained; it should be performed in patients with stage II up to IIIC disease with minor carcinomatosis. IDS should be performed in the case of patients with massive unresectable cases.The preliminary results so far reported should be confirmed by a randomized study or level 1evidence being conducted by the EORTC (European Organisation for Research and Treatment of Cancer) group to reinforce the randomized study of Marira etal before recommending IDS in cancer of ovary.
